INTRODUCTION
analyzed for size and phagocytosis by microscopy (AxioImager, Carl Zeiss, Inc). Cell body size was measured and cells were classified as small cells (<10 µm in diameter), 140 or titan cells (>10 µm in diameter).
142
Coinfections. KN99α and gpr5Δ were fluorescently labeled with AlexaFluor 488 143 (AF488) or AlexaFluor 594 (AF594) (Invitrogen, Grand Island, NY) as described 144 previously (16). Three to five mice per treatment were infected as described above with 145 5x10 6 AF488-labeled KN99α, AF594-labeled gpr5Δ mating type α, or an approximate 
221
Four strains with differences in titan cell production were utilized to determine the production has a global effect on phagocytosis.
248
To determine the timeframe in which titan cell production reduced phagocytosis,
249
titan cell production and phagocytosis were monitored at 24, 48, and 72 hours post 250 infection with the gpr4Δgpr5Δ, wild-type, and otc1Δ strains ( Figure 3 ). As observed 251 previously, the gpr4Δgpr5Δ strain had minimal titan cell production over the course of 252 the experiment ( Figure 3A ). In contrast, the wild-type strain showed moderate increases 253 in titan cell formation while the otc1Δ mutant strain exhibited significant increases in 254 titan cell production over the course of the experiment ( Figure 3A ). Even though the 255 otc1Δ strain exhibited differences in titan cell production over time, no difference in difference in phagocytosis in any of the strains was observed over the course of the 258 experiment (p=0.054 for gpr4Δgpr5Δ, p=0.081 for wild-type) suggesting that titan cell 259 production within the first 24 hours of the infection was able to block phagocytosis 260 ( Figure 3B ). Consistent with the non-linear relationship between titan cell production 261 and phagocytosis observed above, the gpr4Δgpr5Δ strain that lacks titan cell formation and phagocytosis, titan cell production, and fluorescence were determined by 290 microscopy.
291
Titan cell production by cells in the original inoculum was higher than that 
374
We further explored the interaction between host phagocytes and cryptococcal cells 375 during the pulmonary infection.
376
Titan cell production affects phagocytosis during cryptococcal infections in a non- leads to reductions in overall phagocytosis and can lead to the production of IL-1β that 400 induces a strong inflammatory response (11, 14, 15 
